It has been suggested that molecular mimicry between self-(mammalian)-components, such as self-stress, heat-shock proteins (HspIGO 81 bacterial Hsp65 (Mycobacterium [M.] tuberculosis or M. bovisl might be implicated in the human rheumatoid arthritis IRA) --an autoimmune inflammatory joint disease, which is characterized by infiltration of lymphocytes-predominantly of the T lineage in the synovial fluid (SF) & of the T & B lineages in the synovial membrane.
The observation that higher frequencies of T-cells, from RA individuals relative to the T-cells from healthy individuals, can recognize the self-stress proteins, & the observation that infections with Mycobacterium (in which a link has been found between inducible Hsps & virulence, & where the induced Hsp can be regarded as a virulence factor) can induce stress responses in the host (thought to generally function in immune surveillance & defense against the bacterial infection) provide a basis for suggesting that the bacterial Hsp65 has a potential involvement in the induction of the human autoimmune RA.
On entering the mammalian host, pathogenic bacteria might induce a heat-shock response & activate the oxidative stress of the innate immune system phagocytes -functioning to clear the pathogens. As a balance must ensue to allow the induced Hsps t o be superimposed on the regulatory mechanisms controlling the bacterial adaptability to the host stress, as well as the host survival, the Hsps expressed in response to stress shifts might be coordinating the complex balance. Hsp65 epitopes of many infectious bacteria lMycobacferium inclusive) are evolutionarily conserved & recognized as dominant antigens (Ags) by the mammalian immune system. As the conserved epitopes of the Mycobacferium Hsp65 & the conserved self-Hsp60 epitopes share some 50% sequence similarity, overstimulation by infection might also alter the balance of the immune response to the self-stress proteins & lead to destructive surveillance, t o autoimmunity. In other words, the homology between the conserved epitopes of the bacterial Hsp65 & the self-Hsp60 --that implicares Mycobacterium Results of the incorporation of 13HlTd (measured in a scintillation counter). & results of the phenotype motifs of the T-cells expanded from the various RA &controls in culture, as assessed by flow cytometry in terms of the cluster differentiation (CD) Ags (CD3; CD8); cluster activation Ags (CD57; CD45RO; HLA-DR;) & T-cell clonality iTcR VS17). suggest potential mimicry, the cross-reactivity between the bacterial Hsp65 & self-Hsp6O potentially controlling the balance between the protectivelaggressive T repertoire.
